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Uploading 718. str 

Ll STRUCTURE UPLOADED 

=> d 11 

Ll HAS NO ANSWERS 
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Structure attributes must be viewed using STN Express query preparation. 



=> s 11 sss sam 

SAMPLE SEARCH INITIATED 14:11:14 FIL ^ 'REGISTRY- 
SAMPLE SCREEN SEARCH COMPLETED - 678 TO ITERATE 

100.0% PROCESSED 678 ITERATIONS 

SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS : ONLINE **COMPLETE** 

BATCH **COMPLETE** 
PROJECTED ITERATIONS: 11999 TO 15121 

PROJECTED ANSWERS: 9 TO 3bU 
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=> s 11 sss full 

FULL SEARCH INITIATED 14:11:22 FILE ' REGISTRY - 
FULL SCREEN SEARCH COMPLETED - 137 98 TO ITERATE 

100.0% PROCESSED 13798 ITERATIONS 
SEARCH TIME: 00.00.02 
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=> s 13 and (ALDH(w)2 or alcohol? or anti-dipsotrop? or antidipsotrop? ) 

271 L3 
886 ALDH 
6730705 2 

33 ALDH (W) 2 
242251 ALCOHOL? 
245584 ANT I 

0 DIPSOTROP? 

0 ANTI-DIPSOTROP? 

(ANTI (W) DIPSOTROP? ) 
13 ANTIDIPSOTROP? 
L 4 8 L3 AND (ALDH (W) 2 OR ALCOHOL? OR ANTI-DIPSOTROP? OR 

ANTIDIPSOTROP 

?) 

=> d 14 abs ibib kwic hitstr 1-8 
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AB Recent studies showed that daidzin suppresses ethanol intake in 

ethanol-pref erring lab. animals. In vitro, it potently and selectively 

inhibits the mitochondrial aldehyde dehydrogenase (ALDH- 

2) . Further, it inhibits the conversion of monoamines such as 

serotonin (5-HT) and dopamine (DA) into their resp. acid metabolites, 

5-hydroxyindole-3-acetic acid (5-HIAA) and 3, 4-dihydroxyphenylacetic acid 

(DOPAC) in isolated hamster or rat liver mitochondria. Studies on the 

suppression of ethanol intake and inhibition of 5-HIAA (or DOPAC) 

formation by six structural analogs of daidzin suggested a potential link 

between these two activities. This, together with the finding that 

daidzin does not affect the rates of mitochondria-catalyzed oxidative 

deamination of these monoamines, raised the possibility that the ethanol 

intake-suppressive (antidipsotropic) action of daidzin is not 

mediated by the monoamines but rather by their reactive biogenic aldehyde 

intermediates such as 5-hydroxyindole-3-acetaldehyde (5-HIAL) and/or 

3, 4-dihydroxyphenylacetaldehyde (DOPAL) which accumulate in the presence 

of daidzin. To further evaluate this possibility, we synthesized more 

structural analogs of daidzin and tested and compared their 

antidipsotropic activities in Syrian golden hamsters with their 

effects on monoamine metab. in isolated hamster liver mitochondria using 

5-HT as the substrate. Effects of daidzin and its structural analogs on 

the activities of monoamine oxidase (MAO) and ALDH- 2 , 

the key enzymes involved in 5-HT metab. in the mitochondria, were also 
examd. Results from these studies reveal a pos . correlation between the 
antidipsotropic activities of these analogs and their abilities to 
increase 5-HIAL accumulation during 5-HT metab. in isolated hamster liver 
mitochondria. Daidzin analogs that potently inhibit ALDH- 
2 but have no or little effect on MAO are most 
antidipsotropic, whereas those that also potently inhibit MAO 
exhibit little, if any, antidipsotropic activity. These 
results, although inconclusive, are consistent with the hypothesis that 
daidzin may act via the mitochondrial MAO /ALDH pathway and that a 
biogenic 

aldehyde such as 5-HIAL may be important in mediating its 
antidipsotropic action . 
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ACCESSION NUMBER: 2000:703406 CAPLUS 

DOCUMENT NUMBER: 134: Monoamine oxidase-Aldehyde 

TITLE Dehydrogenase Pathway: A Potential Site of Action of 

AUTH0R(S): Rooke^Nadege; Li, Dian-Jun; Li, Junqing; Keung, Wing 

CORPORATE SOURCE: 

USA 

<. nIIRrp . J. Med. Chem. (2000), 43(22), 4169-4179 

S0URCE - CODEN : JMCMAR; "TSSWf 0022-2623 

PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 

£T UAGE : - that daidzinlup^resses ethanol intake in ethanol-pref erring 
lab " animals. In vitro, it potently and selectively inhibits the 

structural analogs of daidzin and tested and compared their 

^*««»«»i a activities in Syrian golden hamsters with their 
S St Xoam^ne me£ab. in isolated hamster liver mitochondria using 
5-H? ^s lie substrate. Effects of daidzin and its structural analogs on 
the activities of monoamine oxidase (MAO) and ALDH-2, 

mitochondria. Daidzin analogs that potently inhibit ALDH- 

2 but have no or little effect on MAO are most 

antidipsotropic, whereas those that also potently inhibit MAO 

exhibit little, if any, antidipsotropic activity. Tnese 

result, although inconclusive, are consistent with the hypothesis that 

daidzin may act via the mitochondrial MAO/ALDH pathway and that a 

bl09e aidehyde such as 5-HIAL may be important in mediating its 

antidipsotropic action. 
IT 486-66-8P, DAidzein 309252-39-9P 

RL: BAC (Biological activity or effector, except adverse); BPR 

'^Ss); RCT (Reactant); SPN (Synthetic P^"^^^"^^ 
use); BIOL (Biological study); PREP (Preparation), PROC (Process), Ubtb 

'""mitochondrial MAO-aldehyde dehydrogenase pathway: daidzin derivs. 

IT 552-66-9Sp? 1 Daidzin, analogs 552-66-9P 146698-96-6P 
146698-97-7P 146698-98-8P 146698-99-9P 
188881-56-3P 188881-57-4P 250252-71-2P 

250252-72-3P 250252-74-5P 309252-38-8P ^ tor ^ - RPR 

RL: BAC (Biological activity or effector, except adverse), BPR 

process); SPN (Synthetic preparation); ™U (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); PROC (Process), U SES <Uses) 
(mitochondrial MAO-aldehyde dehydrogenase pathway: daidzin derivs. 

action site) 
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IT 309252— 39-9P 

RL: BAC (Biological activity or effector, except adverse); BPR 

(Bi0l process); RCT (Reactant) ; SPN (Synthetic preparation); THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); PROC (Process); USES 
(Uses) 

(mitochondrial MAO-aldehyde dehydrogenase pathway: daidzin derivs. 
action site) 
RN 309252-39-9 CAPLUS 

CN 4H-l-Benzopyran-4-one, 3- (4-hydroxyphenyl) -7- (2-propenyloxy) - (9CI) (CA 
INDEX NAME) 




IT 146698-96-6P 146698-97-7P 146698-98-8P 
146698-99-9P 188881-56-3P 188881-57-4P 
250252-71-2P 250252-72-3P 250252-74-5P 

309252-38-8P ^ ^ . 

RL: BAC (Biological activity or effector, except adverse); BPR 

(Biological dt^t 
process); SPN (Synthetic preparation); THU (Therapeutic use) , BIOL 
(Biological study); PREP (Preparation); PROC (Process); USES (Uses) 
(mitochondrial MAO-aldehyde dehydrogenase pathway: daidzm derivs. 
action site) 

RN 146698-96-6 CAPLUS TM tm*v 
4H-l-Benzopyran-4-one, 7-ethoxy-3- ( 4-hydroxyphenyl ) - (9CI) (CA INDEX 

NAME) 



CN 




RN 146698-97-7 CAPLUS 
CN 



Hexanoic acid, 6- [ [3- ( 4-hydroxyphenyl) -4-oxo-4H-l-benzopyran-7-yl ] oxy] 
(9CI) (CA INDEX NAME) 




RN 146698-98-8 CAPLUS 

CN Heptanoic acid, 7- [[ 3- ( 4-hydroxyphenyl ) -4-oxo-4H-l-benzopyran-7-yl] oxy] - 
(9CI) (CA INDEX NAME) 
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RN 146698-99-9 CAPLUS 

CN Undecanoic acid, tlllnv ..i 
ll-{[3-(4-hydroxyphenyl)-4-oxo-4H-l-benzopyran-7-yl]oxy] 

(9CI) (CA INDEX NAME) 
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AB A method for the treatment of ale. abuse using daidzin and compds 
analogous to daidzin is disclosed. Also disclosed is a method for 
screening compds. having antidipsotropic activity 
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Methods and assays useful in the treatment of alcohol dependence 
or alcohol abuse 

ale. abuse using daidzin and compds . analogous to daidzin is 
disclosed. Also disclosed is a method for screening compds. having 
antidipso tropic activity. 
Alcoholism 

(methods and assays useful in treatment of ale. dependence or ale. 
abuse) 

9031-72-5, Alcohol dehydrogenase 

RL: BAC (Biological activity or effector, except adverse); BIOL 
(Biological study) 

(methods and assays useful in treatment of ale. dependence or ale. 

abuse) 
188881-57-4P 

RL: BAC (Biological activity or effector, except adverse); RCT 
(Reactant) ; 

SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(methods and assays useful in treatment of ale. dependence or ale. 

abuse) 

188881-58-5P 188881-59-6P 188881-61-0P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(methods and assays useful in treatment of ale. dependence or ale. 
abuse) 

480-40-0, Chrysin 486-66-8, Daidzein 3681-99-0, Puerarin 
38183-03-8, 

7, 8-Dihydroxyflavone 146698-96-6 146698-97-7 
146698-98-8 146698-99-9 188881-56-3 
188881-60-9 188881-62-1 188881-63-2 
188881-64-3 250252-71-2 250252-72-3 
250252-73-4 250252-74-5 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(methods and assays useful in treatment of ale. dependence or ale. 
abuse) 
250252-70-1P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation) 



IT 



IT 



IT 
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(methods and assays useful in treatment of ale. dependence or ale. 
abuse) 

IT X88881~ , 57~4P 

RL: BAC (Biological activity or effector, except adverse); RCT 

(Reactant) * 

SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(methods and assays useful in treatment of ale. dependence or ale. 

abuse) 

RN 188881-57-4 CAPLUS 

CN 4H-l-Benzopyran-4-one, 7- [( 6-bromohexyl ) oxy] -3- < 4-hydroxyphenyl ) - (9CI) 
(CA INDEX NAME) 




IT 188881-58-5P 188881-59-6P 188881-61-OP 

RL- BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(methods and assays useful in treatment of ale. dependence or ale. 

abuse) 

RN 188881-58-5 CAPLUS 

1-Hexanaminium, N, N, N-triethyl-6- [ [3- (4-hydroxyphenyl) -4-oxo-4H-l- 
benzopyran-7-yl]oxy]- (9CI) (CA INDEX NAME) 



CN 




RN 188881-59-6 CAPLUS 

CN 4H-l-Benzopyran-4-one / 7- [( 6-aminohexyl ) oxy] -3- ( 4-hydroxyphenyl ) - (9CI) 
(CA INDEX NAME) 




RN 188881-61-0 CAPLUS 
CN Ethanaminium, 

N,N,N-triethyl-2- [ [3- (4-hydroxyphenyl) -4-oxo-4H-l-benzopyran- 
7-yl]oxy]- (9CI) (CA INDEX NAME) 
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Et3 + N- CH2- CH2~ O, 




O 



IT 146698-96-6 146698-97-7 146698-98-8 
146698-99-9 188881-56-3 188881-60-9 
188881-62-1 188881-63-2 188881-64-3 
250252-71-2 250252-72-3 250252-73-4 
250252-74-5 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(methods and assays useful in treatment of ale. dependence or ale. 
abuse) 

RN 146698-96-6 CAPLUS 

CN 4H-l-Benzopyran-4-one / 7-ethoxy-3- ( 4-hydroxyphenyl) - (9CI) (CA INDEX 
NAME) 




RN 146698-97-7 CAPLUS 

CN Hexanoic acid, 6- [ [3- (4-hydroxyphenyl) -4-oxo-4H-l-benzopyran-7-yl] oxy] - 
(9CI) (CA INDEX NAME) 



H02C- (CH2) 5~0 




RN 146698-98-8 CAPLUS 

CN Heptanoic acid, 7- [[ 3- (4-hydroxyphenyl) -4-oxo-4H-l-benzopyran-7-yl] oxy] - 
(9CI) (CA INDEX NAME) 




RN 146698-99-9 CAPLUS 
CN Undecanoic acid, 

11- [ [3- (4-hydroxyphenyl) -4-oxo-4H-l-benzopyran-7-yl] oxy] - 
(9CI) (CA INDEX NAME) 
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S Decanoi^acid^lO-^ , 3- ( 4-hydroxyphenyU - ,- «^4M-b«~py~-7-yl , o* y , 

(9CI) (CA INDEX NAME) 




X SS™S"!d5?TL-»- . 3- 1 4-h y d t cx y ph«„yl,-4-o 1 ,o-4H- 1 - 1 >=„zop y r a „-7- y l 

ester (9CI) (CA INDEX NAME) 




CN ^e?ic"acid, chloro-, 3- ( 4-hydroxyphenyl)-4-oxo-4H-l-benzopyran-7-yl 

ester 

(9CI) (CA INDEX NAME) 




£"cZ. S£E. 3-<4-h y d C oxyphe„y 1 ,-4-o*o-4H- 1 ->,e„zopy r a„-,- yl ««r 



CN 

(9CI) (CA INDEX NAME) 
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o 



benzopyran-7-yl ester (9CI) (CA INDEX NAME) 



Me2N- (CH2)3 _ C-0 




RN 
CN 



^-SSopyrS-U 7- ,2- ,1. 3-dio*a„- 2 -yl, ethoxy, -3- ,4-hydroxyphenyl, 

(9CI) (CA INDEX NAME) 



CH2-CH2-0 




S S™2y.23£~. ,- (< ,- bc o n o b uto x y 1 -3- ( 4-hy d „,yp h .nyl,- OCX, ,« 

INDEX NAME) 



Br~ (CH2) 4"0 




OH 



S ^-B^Pyr^-one, ,-,4- M d„o b utoxy,-3-,4-hyd„> ! yp he »yl.- ,»=., (« 

INDEX NAME) 



H2N- (CH2) 4~0 
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S 4H-?-Benzopyran-Hne, 7- (2, 3-dihydroxypropoxy ) -3- ( 4-hydroxyphenyl) 
(9CI) 

(CA INDEX NAME) 




IT 250252-70-1P 



RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation) 
(methods and assays useful in treatment of ale. dependence or ale. 
abuse) 

RN 250252-70-1 CAPLUS ' 

CN 4H-l-Benzopyran-4-one, 7- (2-bromoethoxy) -3- ( 4-hydroxyphenyl ) - (9CI) (CA 

INDEX NAME) 




REFERENCE COUNT : 2 aonn«Q£ n 

REFERENCE (S) : (1) Endowment Res Inhuman Bxology; WO 9300896 A 1993 

CAPLUS 

(2) Vallee, B; US 5624910 A 1997 CAPLUS 
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AB Daidzin, a major active principle of an ancient Chinese herbal treatment 
(Radix puerariae) for ale. abuse, selectively suppresses ethanol intake 

all rodent models tested. It also inhibits mitochondrial aldehyde 
dehydrogenase (ALDH-2) . Studies on ethanol intake 
suppression and in and ALDH-2 inhibition by structural 

analogs of daidzin established a link between these two activities and 
suggested that daidzin may suppress ethanol intake by inhibiting 
ALDH-2. ALDH-2 is a principal 

enzyme involved in serotonin (5-HT) and dopamine (DA) metab . Thus, 
daidzin may act by inhibiting 5-HT and DA metab. To evaluate this 
possibility, we have studied the effect of daidzin and its analogs on 

5— HT 

and DA metab. in isolated hamster and rat liver mitochondria. Daidzin 
potently inhibits the formation of 5-hydroxyindole-3-acetic acid (5-HIAA) 
and 3,4-dihydroxyphenylacetic acid (DOPAC) from their resp. amines in 
isolated mitochondria. Inhibition is concn . -dependent and is accompanied 
by a concomitant accumulation of 5-hydroxyindole-3-acetaldehyde and 
3 4-dihydroxyphenylacetaldehyde. Daidzin analogs that suppress hamster 
ethanol intake also inhibit 5-HIAA and DOPAC formation. Comparing their 
effects on mitochondria-catalyzed 5-HIAA or DOPAC formation and hamster 
ethanol intake reveals a pos. correlation-the stronger the inhibition on 
5-HIAA or DOPAC formation, the greater the ethanol intake suppression. 
Daidzin and its active analogs, at conens . that significantly inhibit 
5-HIAA formation, have little or no effect on mitochondria-catalyzed 5-HT 
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Xtermedlates 5-hydroxyindole-3-acetaldehyde and, P^sumably, 
3?4-dThydroxyphenylacetaldeh y de as well, which accumulates in the 



presence 

of daidzin. 

ACCESSION NUMBER: 1998:173127 CAPLUS 



DOCUMENT NUMBER: its anisotropic analogs 

TITLE - inhibit serotonin and dopamine metabolism in isolated 

mitochondria 



USA 

S0URCE . Proc. Natl. Acad. Sci. U. S. A. (19JL8), 95(5), 

2198-2203 

CODEN: PNASA6; ISSN: 0027-8424 
PUBLISHER: National Academy of Sciences 

DOCUMENT TYPE: Journal 

daidzin and its anti^sofropic analogs inhibit serotonin and 

dopamine metabolism ir ^^^^^ suppresses ethanol 

M intake'ir/S? rollll models tested. It also inhibits mitochondrial 
aldehyde dehydrogenase (ALDH-2) . Studies on ethanol 
intake suppression and in and ALDH-2 inhibition by 

Sucturafanalogs of daidzin established a link between these two 
activities and suggested that daidzin may suppress ethanol intake by 

P Snciparenrym; 2 invo^ed\n S s a erotonin (5-HT) and dopamine (DA) metab. 
?his daidzin may act by inhibiting 5-HT and. . . at concns that 
s£nifJca»Sy Inhibit 5-HIAA formation, have little or no effect on 
mitochondria-catalyzed 5-HT depletion. It Jhat to 

^rerT/it^ 

and, presumably, 3, 4-dihydroxyphenylacetaldehyde . . . 
ST daidzin analog antidipsotropic serotonin dopamine metab 
IT Alcoholism 

Liver 

Mitochondria 

Neurotransmission . . . prntnnin 

(daidzin and its antidipsotropic analogs inhibit serotonin 
and dopamine metab. in isolated mitochondria) 
IT 486-66-8, Daidzein 552-66-9, Daidzin 3681-99-0, Puerann 
146698-97-7 146698-98-8 188881-56-3 

ll 60 llc (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES Uses) 

(daidzin and its antidipsotropic analogs inhibit serotonin 
and doDamine metab. in isolated mitochondria) 
50-67-9 "Jnin, biological studies 51-61-6, Dopamine biolog ical 
studies 54-16-0, 5-Hydroxyindole-3-acetic acid, biological studies 



IT 



RL 2_ BPR 9 (Biological process); BIOL (Biological study); PROC (Process) 
(daidzin and its antidipsotropic analogs inhibit serotonin 
and dopamine metab. in isolated mitochondria) 



IT 146698-97-7 146698-98-8 188881-56-3 

RLfiAC^BLlogical activity or effector, except adverse) ; THU 
(Therapeutic use); BIOL (Biological study); USES Uses) 

(daidzin and its antidipsotropic analogs inhibit serotonin 
and dopamine metab. in isolated mitochondria) 
RN 146698-97-7 CAPLUS 
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CN Hexanoic acid, 6- [ [3- (4-hydroxyphenyl) -4-oxo-4H-l-benzopyran-7-yl] oxy) ■ 
(9CI) (CA INDEX NAME) 



H02C- (CH2) 5-0 




CN ££t»^Li™- ! [3- , 4-hydroxyphenyl) -4-oxo-4H-l-ben ZO pyran-7-yl] oxy] 
(9CI) (CA INDEX NAME) 



H02C- (CH2) 6 _ 0 




RN 
CN 



iec!noic 6 aLd? A 10^ [3- (4-hydroxyphenyl) -4-oxo-4H-l-benzopyran-7-yl] oxy] 
(9CI) (CA INDEX NAME) 



H02C- (CH2) 9~°. 




OH 



RN 206051-01-6 CAPLUS , 
CN Propanedioic acid, [ [3- ( 4-hydroxyphenyl) -4-oxo-4H-l-benzopyran-7-yl] oxy] 

(9CI) (CA INDEX NAME) 
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AB Method for inhibiting aldehyde dehydrogenase activity usxng daidzin 

and/ °daidzin analog and/or daidzin or daidzin analog in combination with a 
factor or factors which increase the bioavailability of the daidzin or 
daidzin analog, as ALDH-I inhibitory compds. or compns. Such inhibitory 
compds. or compns. are useful as pharmaceutical compns. in methods for 



the 



treatment of ale. dependence (i.e., alcoholism) or ale. abuse, 

for ale. sensitization, for extinguishing an ale . -drinking response, for 
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AB Daidzin is the major active principle in exts. of radix pueranae, a 
traditional Chinese medication that suppresses the ethanol intake of 
Syrian golden hamsters. It is the first isoflavone recognized to have 
this effect. Daidzin is also a potent and selective inhibitor of human 
mitochondrial aldehyde dehydrogenase (ALDH-2) .To 

establish a link between these two activities, we have tested a series c 
synthetic structural analogs of daidzin. The results demonstrate a 
direct 

correlation between ALDH-2 inhibition and ethanol 
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AB T^o potent, reversible inhibitors of human ale dehvdro 9 e ? aS e <*f> 
isoenzymes were isolated from Radix puerariae (RP, commonly known as 

kUdZU root) and identified as the isoflavones daidzein and genistein. The 

4°-mithoxy derivs^ of daidzein (trivial name, f ormononetin) and genxstem 
tbiocnan^ A) , minor constituents of RP, were also shown to be ADH 
inhibitors. All of these isoflavones inhibit the human 

gamma 2 gamma. 2-ADH isoenzyme competitively with respect to ethanol and 
nncomoetitivelv with respect to MAD+. A survey of more than 40 

R elated compds. revealed one more isoflavone (prunetin and 
rour Svones (7-hydroxyflavone, apigenin, galangin, and kaempferol) that 
inhibit ADH . The isoflavone inhibitors, however, are far more potent 

than the flavone inhibitors. Among the isoflavones studied J^"*^'^ 
most potent with Kl = 0.1 .mu.M toward . gamma . 2 . gamma 2-ADH Human ADH 
isoenzymes differ in their sensitivity to these inhibitors in the order 
.gamma. 2. gamma. 2-, . gamma . 1 . gamma . 1- > . alpha .. alpha . -, .pi. .pi. > XXADH^ 
These inhibitors do not affect the .beta.l.beta.l- and -beta be a^-ADH 
isoenzymes at conens. as high as 20 .mu.M. Rat and rabbit class I ADHs 

S inhibited by these isoflavone inhibitors. The ^-O-glucosyl 
derivs. of daidzein, genistein, f ormononetin, and biochanin A do not 
inhibit ADH, but are potent aldehyde dehydrogenase inhibitors. 
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